Background: Although malaria decline has been observed in most sub-Saharan African countries, the disease still represents a significant public health burden in Tanzania. There are contradictions on the effect of ownership of at least one mosquito net at household on malaria mortality. This study presents a Bayesian modelling framework for the analysis of the effect of ownership of at least one mosquito net at household on malaria mortality with environmental factors as confounder variables.
Background
Evidence about the impact of mosquito net ownership on malaria mortality under routine conditions is limited and contradicting. Several studies have been conducted on the effect of this malaria control intervention [1] [2] [3] [4] [5] . Some studies used all cause child mortality as an endpoint [1, 2] while others have focused on indicators of malaria transmission [3, 6] and on changes in treatment outcomes [1, 3] . Other studies have shown a decrease in all-cause mortality associated with insecticide-treated nets (ITN)ownership [1, 2] . Another study found no difference in mortality rates between villages with and without ITNs intervention [5] . However, most of these studies have used a temporal model and only one study identified, on malaria incidence, that considered the spatial-temporal dependency [6] . Therefore, there is a need to assess the effect of mosquito net ownership on malaria mortality in Tanzania.
Insecticide-treated nets (ITNs) have been an effective intervention for preventing malaria transmission by reducing the chances that an individual would be bitten by an infective Anopheles mosquito [7, 8] . Several studies on ITN efficacy or effectiveness conducted have shown continued ability of ITNs protection against malaria transmission [9] [10] [11] . Moreover, studies on pregnancy outcome showed that use of bed nets could reduce miscarriages and stillbirths by 33 % and by 23 % in placental parasitaemia [12] . Overall, the use of ITNs have been effective [1, 7, 13] . Following results from studies on efficacy and effectiveness of ITN use in Tanzania, a marketbased national ITN voucher programme to scale up the coverage of bed nets was adopted in 2004 [14] . This programme increased household ownership of at least one ITN from 23 to 92 % between 2004/2005 and 2012 in Tanzania mainland [15] .
Long-term evaluation of the impact of malaria prevention and control on malaria mortality is lacking, posing a challenge to malaria endemic countries like Tanzania, where many deaths occur at home [16] where no records are available [17] . Demographic and Health Surveys (DHS) have been used as sources of mortality data but lack the ability to provide causes of deaths. Assumptions about the proportion of malaria deaths to all-cause mortality have been used [4, 18, 19] .
Verbal autopsy (VA) is currently an alternative approach that has been used to determine malaria causes of deaths in community-based studies in many of the endemic countries where vital registration data are incomplete or do not exist [20, 21] . VA is an indirect method used in determining the causes of death based on an interview with next of kin or other caregivers. This is done using a standardized questionnaire that obtains information on signs, symptoms, medical history and circumstances preceding death [20] . Studies have evaluated the validity of VA for determining malaria-specific death [22, 23] in HDSS sites. The results concluded that VA methods have an acceptable level of diagnostic accuracy for determining malaria deaths at the community level.
In sub-Saharan African (SSA), VA has been routinely used as a tool to provide information on the burden of the disease using HDSS sites [24, 25] . HDSS has sites established within the INDEPTH network in many SSA countries which continuously collect large amounts of data. The data are collected on spatial and temporal scales and include cause specific deaths using VA, in and out migration, and other demographic information [26] . This study assesses the effect of ownership of mosquito nets on malaria mortality using a Bayesian space time model. Also, the study assessed how environmental factors such as rainfall, temperature and vegetation index affect the impact of mosquito net ownership.
Methods

Study area
The study was carried out using data from Rufiji and Ifakara Rural Health and Demographic Surveillance System (HDSS) sites [27, 28] . The sites are primarily rural with majority of the population relying on subsistence farming or fishing. The Rufiji HDSS covers 1813 km 2 that comprises 33 villages of Rufiji District, Coast region. Ifakara HDSS covers an area of 2400 km 2 across which covers 25 villages (13 in Kilombero and 12 in Ulanga districts) in Morogoro region south-eastern part of the country. These two HDSS sites were selected because they are among the HDSS sites, which continuously collect large amounts of data longitudinally on defined geographical areas for malaria specific cause of death in Tanzania. Furthermore, these HDSS sites continue to have high malaria prevalence. For example, microscopy estimates for health facilities in 2012 in Rufiji were 19.2 % in high season and 7.2 % in low season, and, in Ifakara they were 9.4 % in high season and 4.2 % in low season 4.2 % [29] . In these two HDSS, malaria is the major contributor among deaths in children below 5 years of age [30, 31] .
Study design and data collection
The analysis used longitudinal data collected from Rufiji and Ifakara HDSS sites. Yearly malaria deaths were extracted from the Rufiji and Ifakara HDSS database covering a period of 1999-2011 and 2002-2012 respectively. The two HDSS sites have consistently been recording pregnancies, pregnancy outcomes, deaths and migrations by visiting households once every 4 months since 1997 in Ifakara HDSS and 1998 in Rufiji HDSS. Also, the HDSS sites collect information on socioeconomic status including household ownership of mosquito nets once per year during visit round of update. The mosquito nets in this study include untreated and treated nets (ITNs). The study period for this particular study covers the social marketing and national scale up of ITNs in the country [32] . The mosquito net ownership in HDSS sites has been increased over the years. In Rufiji HDSS the ownership of at least one mosquito net increased from 25 % of households in 1999 to 95 % in 2011 while in Ifakara HDSS the ownership of at least one mosquito net has been high coverage since 2001 (Fig. 1) . The details on how data collection, management and credibility in HDSS are discussed in detail elsewhere [27, 28] .
Verbal autopsy procedure
The WHO and INDEPTH network [33] standardized VA questionnaire was adapted and used for data collection on causes of death. In the HDSS, deaths were captured during sequential rounds of data collection updates. Then the trained HDSS field interviewers visited the deceased's home after a grieving period to administer a verbal autopsy questionnaire. An interview was administered to relatives or caregivers who were closely associated with the deceased during the period leading to his or her death. The questionnaire assessed the identity of the deceased and established the sequence of events leading to death, including symptoms and signs of the illness before death. Verbal autopsy was carried out since 1998 in Rufiji HDSS and 2002 in Ifakara HDSS. The verbal autopsy forms are independently reviewed by two physicians according to a list of causes of death based on the 10th revision of the international classification of diseases (ICD-10). A third physician is asked to code the cause of death in the case of discordant results. If there is disagreement among the three physicians, the death is coded as "undetermined" cause [34] . Causes of death (main, immediate, and/or contributing) are coded to be consistent with the ICD-10 [35] . Malaria deaths are coded as direct where malaria is the underlying cause of death or indirect where malaria is one of several diseases leading to death but where the death is attributed by a different cause [13] . In this analysis direct and indirect malaria deaths were included.
Confounding variables
The analysis used mean rainfall, mean temperature, mean normalized difference vegetation index (NDVI) and age as confounding variables in assessing the effect of mosquito net ownership on malaria mortality.
Climate data includes monthly mean rainfall and temperature (maximum and minimum) with these measures obtained from Tanzania Remote sensing data,which included normalized difference vegetation index (NDVI)was extracted from moderate resolution imaging spectroradiometer (MODIS) on board NASA's terra satellite. The vegetation index was processed from MODIS (MOD13A3) using monthly composite images at a 1 × 1 km resolution. Vegetation indices are used for global monitoring of vegetation conditions and are used in products displaying land cover and land cover changes. ERDAS Imagine software version 10.1 was used for processing the satellite images, and ArcGIS version 10 was used for spatial analyses. For each village within the study area, mean NDVI were calculated each year to link with malaria mortality for each village. The village boundaries were overlaid with the raster environmental data (i.e., MODIS) and calculated the weighted mean value for each village based on the proportion of the village area.
Data processing and analysis
The number of malaria deaths in each village were extracted from the HDSS database and aggregated yearly in order to link with mosquito net ownership which is also surveyed yearly in the HDSS sites. The percentages of household's mosquito net ownership at village level were calculated each year. Time at risk (person-years) contributed by each person was calculated from 1st January for each year until exit. Exit from the study was due to migration (outside the HDSS area), death or end of the study. In a case where a person migrated to a different household location within the study area, time at risk was computed separately for new location and added to the total time at risk. The outcome of interest is total yearly death due to malaria at village level for specific age groups. The age was categorized into under five and five and above. The outcome variable was aggregated at village level to capture heterogeneity for mortality in the study area [37, 38] . The malaria mortality rates were calculated by dividing the number of deaths by the person-years of observation and were expressed per 1000 person-years (py). Figures 2, 3, 4, and 5 display malaria mortality by village in each HDSS site.
Monthly environmental and climate data were aggregated and averaged to obtain mean values to link with the mosquito net ownership and malaria death data. Mean annual rainfall (millimetre), mean annual temperature (°C), and mean annual NDVI were used as confounder variables because they are associated with malaria transmission [39, 40] . The percentage of households ownership at least one mosquito netat household was used also as main explanatory variable.
In order to highlight spatio-temporal trends of malaria mortality in the study areas, direct estimates of malaria mortality rates were calculated. The malaria mortality rates were calculated by dividing the number of deaths by the person-years of observation and were expressed per 1000 person-years (py).
Space time hierarchical model
This study propose a spatial and temporal hierarchical model that considers the effects of predictors variables as described in detail [41] . These type of models usually have to model data, processes, and parameters [42] . The study used space time models that includes spatial and time random effects as described [43] . Covariate informations considered in this study for village i at year j were mosquito net ownership as exposure variable and confounder variables (rainfall, temperature and NDVI). For this study i the number of village in the study, I = 33 for Rufiji and 25 for Ifakara HDSS and j for years, J = 13 for Rufiji HDSS and J = 11 for Ifakara HDSS.
The processes are modelled by common specifications where both spatial component and temporal random time effects as first autoregression AR (1) are considered (see Additional file 1). In a broad view, random effects specifications for the spatial random terms include the unstructured noise term that follows a normal distribution and structure term which modelled with the set of villages that adjacent to other villages by weight of neighboring village. Weight is considered to be 1 when villages i and j share the same boundary and 0 otherwise. The prior distribution of the random effect term is a conditional autoregressive prior used to model the spatial dependence. The temporal random effect determines the prior distribution consider a first order auto-regression AR (1) given by the partial autocorrelation function. The distribution of the interaction term is characterized by a precision matrix obtained as the Kronecker product of the precisions of unstructured and structured noise terms [44] .
Ownership of at least one mosquito net was considered as the major malaria control strategy in this study. Additional confounding variables incorporated in the space time model included annual mean rainfall, and average annual temperature, and mean annual NDVI. Models considered included a non-spatial and temporal effect model (M 1 ), a model with spatial and temporal random terms (M 2 ) and a model with spatial and temporal random terms, and interaction (M 3 ) (see Additional file 1). Model (M 2 ) and (M 3 ) included spatial random effects which arising from a Gaussian stationary process with covariance matrix capturing correlation between any pair of villages as a function of their distance. Additional models were considered to check for multi-colinearity In this analysis, R programming language (R Development Core Team, 2009) using the INLA package was used to fit three models defined M 1 to M 3 . Latent models available in INLA package such as Besag model [45] , an independent random noise (iid) model, and first order auto-regression AR (1) [46] were used to fit models to data. Besag model is frequently used approach to spatial disease modelling in small areas [45] . INLA package is a computational approach used to approximate Bayesian inference based on an efficient combination of Laplace approximations and numerical integration. Unlike Markov Chain Monte Carlo (MCMC), the INLA method does not sample from the posterior distribution [47] . Posterior distributions are approximated with a closed form expressions, reducing convergence and mixing problems. INLA is suitable for Bayesian hierarchical models for large number of unknown parameters that follow a Gaussian Markov random field and a small number of hyper-parameters.
Model selection
Considering the dynamic nature of malaria, an important issue was whether ownership of mosquito nets has an impact on malaria death. Similar to Arab et al. [30] , deviance information criterion (DIC) was used to assess model goodness of fit and selection for best model that produced lower values of the DIC. DIC is a generalization of the Akaike and Bayesian information criterion [48] . Model estimates were then exponentiated to obtain the incidence rate ratios (IRR) for each predictor.
Ethical approval
The Ethical clearance was granted by the Ifakara Health Institute (IHI)'s Institutional Review Board (IRB), Tanzania and Medical Research Coordinating Committee (MRCC) of the National Institute for Medical Research (NIMR) for the establishment of Rufiji and Ifakara HDSS. For each household visit, verbal consent was sought from the respondent. Table 1 shows the annual malaria mortality rate in Rufiji and Ifakara HDSS. In Rufiji HDSS, malaria mortality rate decreased from 11. However, there was a delay in the decrease in mortality due to malaria rate for both under five children and all age in Ifakara HDSS as shown in Table 1 . Figure 1 indicates the percentages of households that owned at least one mosquito net and malaria mortality rate in the two HDSS sites. The percentages have been increased while the malaria mortality rate decreased in Rufiji HDSS. Ifakara HDSS has high percentage of households with at least one mosquito net ownerships since 2002.
Results
Malaria mortality rate by village in the selected villages in HDSS sites are shown in Figs. 2, 3, 4 (Fig. 3) . In Ifakara, HDSS, malaria mortality declined from 2008 to 2012 for both all age and under-five children. High malaria mortality for under five was observed in Nakafuru in 2008 and Igota village in 2011 (Fig. 4) . In addition, higher malaria mortality for all age was observed in 2004 in Miwangani village and Mpofu village in 2005 (Fig. 5) .
Three space time models were implemented for malaria mortality and ownership of mosquito nets and environmental factors. Table 2 shows the deviance information criterion for fitted three models in Rufiji HDSS. Based on DIC values, the model with spatial and temporal random effect terms performed best among the models considered (DIC = 1880. 076), followed by the model with spatial and temporal interaction with DIC = 1902.217. The model without spatial and temporal effect had the worst performance (DIC = 1933.614). Also these models were fitted to malaria mortality for under five children, model with spatial and temporal random effect performed better compared to other two models (DIC = 1483.748). Based on these results, it is clearly observed that including spatial and temporal random effect terms is necessary. Table 2 also shows that mosquito net ownership at household was associated with malaria mortality in Rufiji HDSS. The results in Table 2 show that an increase of 10 % ownership of at least one mosquito net at households in village is associated with (IRR = 0.948, 95 % CI: 0.917-0.977) 5 % decrease of malaria risk for all age per year and (IRR = 0.946, 95 % CI: 0.909-0.982) 5 % for under five children per year. The results show an increase of 100 mm for rainfall corresponds approximately to 6.6 % (IRR = 1.066, 95 % CI: 1.031-1.107) increase of malaria risk for all age per year. For under-five children, increase of 100 mm for rainfall corresponds to increase of (IRR = 1.056, 95 % CI: 1.031-1.107) 5. 6 % in malaria risk for under-five children per year. Table 3 shows incidence rate ratio for the regression coefficients in three models for Ifakara HDSS with DIC. The model with spatial and temporal random effect terms performed best among the models considered (DIC = 1226.043) and (DIC = 1047.046) for all age and under five rates, respectively. Model comparison showed that model with spatial and temporal random effect had a small DIC value and therefore was the best fitted model.
The results show that ownership of at least one mosquito net at household was associated with malaria mortality. In Table 3 , the results show that an increase of 10 % ownership of at least one mosquito net at household in village is associated with (IRR = 0.879, 95 % CI: 0.806-0.959) 12 % and (IRR = 0.899, 95 % CI: 0.816-0.995) 10 % decrease of malaria risk for all age and under-five children per year respectively. Also for an increase of 100 millimetres for rainfall there is approximately (IRR = 1.008, 95 % CI: 0.986-1.030) 1 % and (IRR = 1.018, 95 % CI: 0.988-1.039) 1.3 % increase of malaria risk for all age and under-five children per year, respectively. All models (Table 3) indicated mean annual temperature, and mean NDVI were positive predictors of increased annual malaria mortality in contrast to ownership of mosquito nets which had a reducing effect. The model without spatial and temporal effect underestimated the malaria mortality risk. The effect of mosquito net ownership was not affected by the effect of environmental factors (rainfall, temperature and mean NDVI). There was no statistical significance for interaction of mosquito net ownership and environmental factors in the study areas. The posterior mean risks, represent smoothed values of the raw standardized malaria mortality ratios and, therefore, give a smoothed picture of what is going on with the distribution of malaria mortality in the study area. Model two with spatial and temporal random effect used to predict year 2011 for Rufiji HDSS and 2012 for Ifakara HDSS.
The observed malaria mortality and predicted malaria mortality for the 2011 in Rufiji HDSS and 2012 in Ifakara HDSS respectively using model with spatial and temporal random terms (see Additional files 2, 3). The results from each of the Additional files is that the villages with high observed malaria mortality tend to have a high predicted malaria mortality risk; this is consistent with the results in Figs. 2, 3, 4 , and 5 for malaria mortality rate. 
Discussion
The malaria mortality rate in the study area decreased by 52.7 and 37.1 % for under-five and all age respectively between 1999 and 2011 in Rufiji HDSS. Also, malaria mortality rate decreased from 2009 in Ifakara HDSS. The space time model suggests that mosquito net ownership is a protective risk for malaria mortality in the study area. The findings show that a 10 % increase in the ownership of at least one mosquito net in the study areas was associated with 6 and 10 % reduction of malaria mortality for under-five children and 5 and 12 % for all ages in Rufiji and Ifakara HDSS, respectively. This result is in line with other previous studies [1, 49] in the same areas which investigated the impact of mosquito net ownership to all cause child mortality. This analysis adds to the existing literature by providing evidence of the effect of mosquito net ownership on malaria mortality in small scale geographic areas; previous studies were predominantly in all cause mortality. The effect of mosquito net ownership in this study was higher in Ifakara HDSS (about 12 % decrease) compared to Rufiji HDSS (5 %). The possible explanation for this is that a number of key malaria control interventions have been implemented in Ifakara HDSS to increase ITN coverage. For example, the KINET project was piloted to promote and subsidize ITNs between 1997 and 1999 [50] . This was also followed subsequently by scale-up nationwide within the frame of the Tanzania National Voucher Scheme (TNVS) [51] .
The findings from this study support the continued scale-up of mosquito nets to increase coverage within households in Tanzania. This is an important measure to prevent malaria and is one of the core strategies of World Health Organization's Roll Back Malaria programme [52] . It also emphasizes the importance of ongoing and future efforts to maintain mosquito net coverage to vulnerable groups and the population as a whole. Furthermore, it also suggests that the massive effort to scale up mosquito net coverage over the past decade has paid off with measurable impacts and that it is possible for health systems to increase coverage of interventions and affect health outcomes over a relatively short period of time. Continued coordinated efforts between local and national governments, international organizations, funding agencies, and researchers are needed to make sure that mosquito nets are reaching all populations at risk for malaria. With the relatively large impact of mosquito nets on child mortality, The findings of this study also support the continued emphasis on malaria control, including the push towards malaria elimination, as a way of improving reduction of malaria deaths at the household and country level.
The findings show an association between rainfall and malaria mortality in under-five age and all ages. The findings of this study are similar to previous assessments of weather related mortality [1, 53, 54] . Rainfall is widely considered to be a major driver of inter-annual variability of malaria incidence in Africa. About 90 % of the deaths that occurred in sub-Saharan Africa are believed to be due to malaria [55] . The possible explanation for this is that rainfall provides breeding sites for mosquitoes and increases the humidity which enhances their survival and therefore increases the spread of the disease [56] . In addition, excess rainfall is known to create considerable flooding which limits access to care and increases the risk of other diseases such as diarrhoea, which in turn increases physical vulnerability and risk of dying from malaria infection, especially in pregnant women and in children under five [57] .
Findings of this study indicate that models with spatial and temporal random effect terms performed better for goodness of fit and the effect of mosquito net ownership was higher compared to other models. This shows the necessity for inclusion of spatial and temporal terms in the Bayesian model framework; which is supported by other studies [58] [59] [60] that also described the potential use of spatial and temporal terms in the model. The possible explanation is because of the complex dependence patterns over space and over time of the occurrence of malaria deaths, and the inherent large stochastic variability due to rare events. Estimating time trends in each area separately is not efficient enough because it will be difficult to establish a baseline pattern separately for each area. 
Strengths and limitations
This study used datasets from Health and Demographic Surveillance System sites which continuously registered vital demographic events in a geographical defined area. The study findings from health and demographic surveillance systems data provides information to policy makers and program managers which can be translated into policy and practice for targeting malaria control interventions. Although, this study used VA data collected in HDSS sites, few studies have used VA data for investigating malaria cause specific mortality [20, 61, 62] , verbal autopsy has great potential for countries like Tanzania where more people die outside of health facility care where no records are available. Also, VA has been shown to provide the best results to obtain the specific causes of death in most of SSA [63] and widely used [22] .
This study has some limitations that need to be considered in interpreting the findings. First, presence of at least one mosquito net was considered as a proxy for use of mosquito net in the household. Information about exact use of the mosquito net was not collected during the study because significantly more investment is required for capturing this information. Secondly, there is a potential risk of misclassification about the causes of death where the sensitivity and specificity of the VA technique is relatively low for assessing cause of death and this may lead to underestimate or overestimate for malaria death. Thirdly, there are other possible factors associated with malaria deaths that were not used as confounders in this study and were not available in HDSS database, such as the availability of anti-malarial treatment.
Conclusions
This study used Bayesian framework modelling to assess the effect of mosquito net ownership on malaria mortality in rural Tanzania. The proposed hierarchical model takes into account spatial and temporal dependencies effect and environmental factors as confounders. It provides a useful tool for health environmental investigations and other factors. Results demonstrate that the proposed modelling approach is robust and can be useful in understanding the effect of ownership of mosquito net on the malaria mortality. Additionally, the model can be applied to analyze spread of other infectious diseases and can be extended to account for other factors such socioeconomic factors as well as other important factors such Table 2 Adjusted estimated effect of ownership of mosquito net on malaria mortality in three models for Rufiji HDSS The effect of rain was estimated for every 100-mm increase in mean total annual rainfall, and the effect of mosquito net for every 10 % increase in household ownership. The effect of NDVI was estimated for every 0.1 increase in mean NDVI as access to health, information on drug availability and drug resistance. Reduction in mortality due to malaria requires more attention given to climate change such as rainfall and other non-climatic factors that affect malaria deaths such as ownership of mosquito nets. Ownership and use of mosquito nets should be a continuous strategy in the study areas and Tanzania as a whole for better prevention of malaria transmission and death. 
